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FAX RECEIVED 

OCT 0 5 2006 
OFFICE OF PETITIONS 



BY FACSIM1I P 



Dear Sirs 



Opposition to European Patent Mo. EP-B-0839039 
Proprietor: SmithKHne Beecham pic 
Our Ref: IMA/6174775 

In connection with the summons to oral proceedings, I tile the following observations. 
A. Objections to new main claim request: 

Claim 2 is redundant in view of the recital of paroxetine In claim 1, so the amended claims 
are not concise as required by Art 84. Moreover, the amended claims lack claX(Art 84) bv 
virtue of the .replication that claim 1 Is somehow broader than claim 2 but wShout i bein? V 

anteceXnt V ° f SSRI '" in daim 2 ' wh,ch no ^r has an 9 

2S n -i7 hto W* n t0 be - a controlle<j release formulation, and not a controlled and 
delayed formulation as required by claim 1 . The claims therefore lack clarity (Art 84) bv 
virtue of the appendancy of claim 4 to claim 1 . y ( ' y 

Claim 5: This Is specified as being a controlled release formulation, not a controlled and 
delayed release formulation, and therefore subject to the same objection SSSn!? 

That these were Intended to be controlled release (only) is further emphasized bv fh« 
dispute in para 0018 on which this Is presumably based, an ft£h te foltowedTn para 

2IL^fomt ; fl T Ce *L P V eM 5422123 {COpy fi ' ed hQrewfth >- whk* discSs comZd 
release formulatrons, but makes no mention of delayed release. 

This confusion of "controlled release" and "delayed release" is further commented on below. 
B. Novelty: 

!m m ^?2L 0f ° pposH, * on ' W d ,nat tner * was still a case to answer in respect of D24 
(01 as previously numbered). Proprietor's response was to the effect that the Eudraolt 

SlC er V efe : re , d t0 ' n that discl0Sure are de,a y ed "*»»• agents and no conS^release 
agents. Proprietor also seemed to be saying that they are only delayed nSSS^ST^ 
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nSlnf l ° P H°^ We T T tSriC Coatin9, Pro P rietor 's argument is that in D24 the Eudragit is 

™ 22? f ? ye relS f Se a9ent since 1,16 formu!ati °n is intended to be chewed, and 
must therefore be an Immediate release formulation. 

The problem with this is that the manner in which the terms "controlled release" and 
delayed release are defined in the opposed patent does not allow a clear distinction to be 
made over D24. Thus, in D24 it is stated at the outset that the problem oteoZmei 
the unpleasant taste of drugs that come into direct contact with me mouth; anS even 

^• S * ^ b ®: eleas « d »»» P°^ r ***** clown in the mouth, "particularly 
when chewed (the inference being that it can break down even if not chewed). 

"SSL'S /^r a t0 J. hiS , P,t>bl ! m is 10 1 0 "™' 816 the dru 9 ( wn,ch has a basi « 9™P) with a 
Eudragit (delayed release type polymer which has an acidic group "to form a com i Th* 
mute report that the taste of the drug could not be detected TXj^bSSEl 
chewed 9 ° 0mP X "* br6ak d0W " fhe mouth and re,ease lh * drug eVen wifen 

It must follow, therefore, that the drug is released later than It would otherwise have been 
which seems to come within the definition of "delayed release" in the con7emion fl ? 
immediate release formation it Is liable to be released in .he rnouS J-^TSatton it is 



k ' S TOt released in the mouth ' rt must be be ca^e it the complex Is more 

IS!?"! 10 b . reakdown and/or ,ess s "luble, and hence that the drug wil be rSe more 

T a ,T Venti0nal formulati °n where the drug Is not com^xoV^ Z pXZr 
he? Stort°«?nifT' n th f de ™ tfon °< a «*« rei aase formula^ I ^ woufdnT 
here that formation of a complex and reducing the solubility of a drug were well known 
methods of obtaining extended release - see accompanying. Lee ,& Robins™ r™1 1™ 
l^ZV I **Tf teXto S, k f" 1 ^ " SuSta,n6d a "d cEled* 'f£E£ SCJ D^Pvery 
aa?!5! Ed ' Marce ' DGkker ,nc ' NY ' 197 * Chapter 3 "Methods toSeve 



St d ,S deJa y ed /«lefse" Is merely that "release ... is modified to occur at a later 
time han from a conventional immediate release formulation. But bv definition Yhi2m L 
true of any "sustained release" formulation; ft will go on releas ng the drua when rS^ 
would have stopped in the case of a conventional formulatio r , - le "at a lateMime? 

p S r^S * -ventiona, immediate release 

Proprietor may argue that the delay in D24 is likely to be very small - but no auantifir««™ nf 
the extent of the delay is given in the claims. If it is intended thaTme sWI ed I fe to 

then the claim should be worded in a manner that makes this clear so that the oub JT™, 
put at risk of infringement from formulations that do not have ^this effect P ' 

A clearer distinction can be seen when the formulation Is said to have an w«r.v. 
since by definition, this is specifically designed to delay ' the fonM^Tm^rS 2E£. " 
dose has passed through the stomach. Moreover, that is p,ecX ^SSS^K 
release preffle for an SSRI. which acts in the Gl tract. In other !^25SSKoS in 
principle gwes a measure of precision to the "delay", and one could than S J™ h 
formulation thus exposed when the enteric coating's wn^^SS^SSS"" 
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format, ariowfng it to be thenceforth released at a slower rate than normal. 

An "enteric coating- would indeed seem to be different from what is described In D24 where 
the enteric-resistant Eudragit polymer is chemically linked with the drug to form a "complex". 

The laconic wording of present claim 1 does not provide the necessary clarity to allow a 
andoSePsSRIe 024 ' ^ m ° re 9anera,,y over sustafned formulations of paroxetine 

C. Follow-on comment - inventive step and sufficiency: 

The evidence In the opposed patent for reduction of nausea and vomiting is hardly 
compelling - there are no error factors or statistical significance indicators provided on the 
figures given, and even the opposed patent acknowledges that there was a "statistically 
significant centne-by-centre difference" (para 0052). statistically 

But even that meagre evidence has only been derived from an enteric coated controlled 
release formulation of paroxetine - le one that is designed to delay the onset of reteSe unUI 
after it has passed through the stomach. release unui 

Since the extent of the "delay" encompassed by the claims could be merely a matter of 
minutes, ft .s not clear that all formulations falling within claim 1 "sofve me p^obtam" l° does 

e ximTrJw dlb 'f TfT 10% ° r 80 diff9rence ]n the 5everi, y of "ausea behveen 
example (c) (controlled release formulallon) and example (d) (controlled release formulation 

iKCSh ^ WOU ' d a,S ° be S6en ,0ra d9,ay mSa " ows ^^^^ 
This, therefore, raises a serious Issue under Art 56 and/or Art 83. 
D. Inventive step - the broader argument: 

The arguments I put forward in the notice of opposition still stand, and remain aDDlicabie for 
he reasons Indicated below. I will therefore not repeat them here otheTSan I „ fl ,o 
them in the light of the slightly altered circumstances of the amended I ctaims 9 

In this submission I will use the document numbering as provided by proprietor. 

The problem which I formulated at that time, based on the broader claims then in the case, 

administered for that pharmaceutical effect. mSS^^uSSS^^ noted 
are those common among SSRI drugs, and not specific to paroxetine. 



10/05/2006 THU 14:56 [TX/RX NO 5977] @) 0 1 0 



10/05/2806 14:57 6102705090 



GL AXOSM I THKL I NE 



PAGE 11/20 



Mewburn Ellis 



Thus, the "solution" to the above problem is merely made more precise In that it now 
becomes that of achieving this end by delayed and controlled release of the drug and by the 
choice of paroxetine as the SSRI. 

This is a legitimate approach, since SSRls are a class of dtug aimed at treating a particular 
type of condition, and such treatment Involves choosing a specific drug - fe the physician 
does not administer a "SSRI", but rather a specific drug that has SSRI properties. 

If the "problem" to be overcome with SSRf drugs (the undesirable side-effects) is indeed 
common to ail or most SSRls, then, unless paroxetine is shown to behave differently in that 
regard, there is no Inventive merit in choosing specifically paroxetine as the "solution" rather 
than fluvoxamlne or any other SSRI drug that exhibits those side effects. In other words 
specifying paroxetine In the claims is an arbitrary limitation, and not one that contributes to 
the solution, or therefore to the inventive step. 

Nonetheless, since proprietor has argued from the standpoint of known paroxetine 
formulations as the closest prior art, I will consider that argument also, based on the 
"problem" of: 

the provision of a mechanism that alleviates the nausea and vomiting caused bv 
the administration of paroxetine as an SSRI. 

0.1 General comment: 

Botfi the patent, and now proprietor in his arguments, admit that the techniques of controlled 
and delayed release formulation are not in themselves novel or inventive. The Invention 
therefore, is presented by proprietor as based entirely on the supposed inventive step in the 
concept of adopting both delayed and controlled release for paroxetine - that is all claim 1 
specifies. More particularly, proprietor argues that it produces an unexpected effect In 
reducing the indicated side-effects. y wm 

It was obvious that delayed release - at least by enteric coating - will hinder the release of 
the drug in the stomach, and release it predominantly in the Intestine - that is what delayed 
re ease oral formulations with enteric coatings do. And It was also obvious that controlled 
release, in the sense of slower rate of release, will reduce the rate at which the druo Is 

!!*! and lh9 rate al which R enters the bloodstream, and hence minimise 
local imtatron and drug serum concentration peaks. 

My comments in the notice of opposition In this regard still stand, and have not been 
properly addressed by proprietor in his response. His argument seems to rest on the 

E^rC?^ ? S ,- Side effe ?ji are ^s** °y 8 Particular mode of aciion which the skilled 
person would not believe would be alfected by either delayed release or controlled release 
But there is nothing In the patent to that effect, and no evidence has been mS5u£7£S I the 
skilled person before the priority date would have made that assumption. proouced thal m 

D.2 Starting from SSRI formulations: 

D31 is a review of fluvoxamlne. a SSRI drug which, like paroxetine, is CNS-actlng via S-HT 

» n £Z,M n thB Gl and has side ef,ecla of nausea ana voml «ng. The formula ion 
reported there was enteric-coated, so as to delay its release and thereby 
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"minimise gastric adverse effects by reducing the contact of the drug with the 
stomach mucosa" (page 177, col 1 , last para). 

It would therefore have been obvious to employ delayed release in the form of an enteric 
coating in respect of other SSRI drugs, which also have those side effects. 

As well as providing a delayed release formulation to alleviate the side effects mediated by 
contact with the stomach mucosa. D31 also recognises that 

"Higher plasma concentrations of fluvoxamine may also be associated with an 
increased Incidence of nausea" (page 1 84. bottom of col 1 ). 

The suggestion for dealing with that is to initiate iherapy with comparatively low doses and 
increasing the dose slowly during the course of the treatment. However, another obvious 
approach, well-known in the art for controlling plasma levels of a drug, and to reduce side 
effects generally, is the use of a controlled/sustained release formulation. See. for examole 
D1 at page 209. col 1 : »A«m P ie, 

Potential advantages of sustained release drug therapy over conventional drug 
therapy 

1. Improved control over the maintenance of therapeutic plasma levels of druos 
permits... * 

(c) reduction in the incidence and severity of side effects related to high peak plasma 
drug concentrations... 

3. There is a reduction in the incidence and severity of localised gastrointestinal side 
effects produced by 'dose dumping* of Irritant drugs from conventional dosaqs 
forms... " 

Proprietor attempts (para 41 of his response) to draw a distinction based on supposed 

ESX?h! m by t HT recept0rs in the u PP 8r Gl tract - ra,ner ^an serum 
levels of the drug. No evidence has been provided that the skilled person would have been 
aware of this and have taken it into account - even if It were presumed to affect his 
reasoning If he had been aware of it. On the other hand, D31 does recognize a possible link 
w th drug i plasma level, which would tie in with the use of a sustained release fiX ton to 

■""KHir ff?! L (D1 >' But even taWn ° the 5 ' HT rece P tor m ^iation argument ?his 
would still tie In with the teaching of sustained release formulations in D1, where it is 
concerned with reducing the local concentration of the drug. 

dTu U ™?t^ ? *V T. thou 9 ht t0 be due t0 hi 9h Plasma levels of the 

drug or to localised "dose dumping", an obvious approach to addressing the problem would 
be to try a sustained release formulation. a ™ proowm wouw 

in that regard, I would refer to the standard set by the Boards of Appeal In the "obvious to 
paraToMhe Reason?^ ' n ™ 45/98 at point 1 7 of *» Reasona . ™* "-"333/97 in point 1 3 

There were certainly enough Indications of the potential benefits of sustained release In 
reducing Gl side effects for the skilled person to adopt a "try and see" attitude 
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It has not been shown that paroxetine Is signally different from fluvoxamine in that regard so 
as to lead the skilled person to reach a different conclusion; still less that any such 
knowledge was available to the skilled person before the priority date of the opposed patent 
* S ol e «, person must tnere,ore be Presumed to think of paroxetine in similar terms to 
other SSRI drugs as regards amelioration of side-effects that are common to that cfass of 
drugs. 

D.3 Starting from known paroxetine formulations; 

Proprietor argues that the closest prior art should be taken as the Immediate release 
swallow tablets of paroxetine then on the market. However, the closest prior art Is not 
necessarily what is on the market - especially In the pharmaceutical field where it can take 
years for a drug to reach the market. Thus. D30 discloses controlled release formulations 
for use with a wide variety of drugs, including CNS-acting drugs, of which paroxetine Is 
specifically mentioned (page 3 line 33). Furthemiore, D2 clearfy teaches thai paroxetine can 
be delivered by slow release (page 2, fine 35) - see also D5 at page 2 fines 26-27. 

Any assessment of inventive step, therefore, has to take account of the fact that the concert 
of administering paroxetine by controlled release was already known, so that whatever effect 
teaching envisa9ed or Woul,J be a ^ om& effec t" ° f carrying out that 

Any assessment of inventive step also has to take account of the fact that the conceal of 
administering paroxetine with an enteric coating (le delayed release) was also known from 

marketing of the SSRI drug fluvoxamine with an enteric coating, owing to the known mode of 
actan of SSRIs, that they are absorbed in the Ql tract, and therefore iUJa li^b!S 
the stomach - whether to avoid loss of drug where it is not needed, or to reduce possible 
irritation of the stomach mucosa giving rise to side effects (see D31, referred to above). 

Therefore, the combination of both delayed release and sustained release was maklno use 
of measures known to be appropriate and/or potentially useful for SSRIs, and paroxetine In 
particular. No synergistic effect arises from their combined use; but even it If did it would be 
a "bonus effect" of deploying these known measures for their known uTefulness 

2SH Ci ! Sd d0C !l men I ts tea, r n sustained/controlled release of SSRI drugs, as noted In our 
notice of opposition; In particular D4/D3a, D28, D29, D30. 

^r^Z^imV^^ '« n « he precedln9 S ^ lon ' but ,he P oint is «™ lts things as 
regards the f SRI side effects of fluvoxamine would have seen by the skilled person as 

relevan, to other SSRIs that display those side effects, which would Include paroxetine Or 

to put * another way, the skilled person seeing the side effects of paro^^SSir? 

SHI? HTVTT . a u m ° n9 SSRIs ' would l00k 10 see how the V dealt wSh^ oT 
suggested to be dealt with - in respect of other SSRIs. " or 

D32 also discloses that a marketed formulation of the SSRI fluvoxamine ("Faverin"> used an 
enteric coaling - and therefore delayed release. K ' 

£i 9 ^ e80 « b !f . Cl L nlcal tr i a,s °* ftuv oxam'""e. and notes its "local irritant properties" and that 
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Taking these things together, the skilled person would consider the use of an enteric coatinn 

SLFESE .* b9 ve 7 obv,ous ' 9,ven that 11 is an SSRI *»* is 

that the SSRI fluvoxamine was commercially produced with an enteric coating. 

So from that standpoint, It only remains to ask whether the skilled person would have seen 
any purpose in also employing a sustained release format - what purple Twould it have 
seived, and were there any contraindications known in the art? 

The Purpose of reducing the side effect of an orally administered drug - any drua - whether 

SUSi w y oLiHlS ,i0n h ° rby . drU9 Pla$ma ,9ve,s ' was we " r *«>A S* eg theTexS 
Slii J "^therefore "3ve been common general knowledge The possibility - indeed 
.kel.hood - that one or other of those causes was instrumental in producing Se side effects 
n SSRIs was recognised (see the above-cited documents), and would hav! made it Corth a 
JT to use a sustained release formulation with SSRIs - In addition to the .delayed I release 
measure to get it past the stomach and Into the Gl trad - particularly sln« 

Sroxe e « n e ntenC COa, ' n9) SUStained f6leaSe are S P ecifiCa,lv discLd?n D2 forte with 



There was no indication in the prior art (so far cited) that would have caused the skilled 
person to believe thai it was not worth trying. 9 smieo 

D.4 Particular comments on proprietor's response of 23 May 2005: 

In relation to our citing D31 , D32 or D33 as the closest prior art In our original notice of 
oppositon, proprietor merely remarks that they are no longer an appropriate Sfo the 

SSR L ^*J3S?£ the „ closest P" or an. given that the objective Is to deliver an V 
SSRI while reducing the known side effects of SSRIs - le that the "problem" forniulatPri in 
relation to paroxetine would seem to apply to SSRIs as a class ; and Seitere E^fliln 
problem exists notwithstanding that onS arbitrarily spedSes TAlrS^'X^aT 

Apart from that. I have argued above that those documents are still relevant even if a 

Thus proprietor refers to "concentration of paroxetine" in the Gl mucosa in the vicinltv of th* 
5-HT receptors as a cause of the side effects; but as D1 indicates .SEJLISI/ 
ormufatlons are intended to reduce local concentrSons o ^iSSKSK 
concern- tfiat exposure of the receptors lower In the Gl tract to%re^r Sn^SrSiL of 
SSSS wou ?? aw * a P TOb,em : but -Bah. Dl indicates that 

3S53^ * ame,i0rat9 adVerSe Side 6ffeCte iS 0ne of the ^riluSUned 

Inc^lnted^ t0 ^ SUpposed concem ther * vvould be an 

increase ,n the 3 ,de effect of diarrhoea from using a sustained release formulation In fact. 
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the Table in para 0051 shows that there was Indeed an increase In the incidence of 
diarrhoea (both (c) and (d) employ sustained release, and report more diarrhoea than (a) or 
placebo). 

Proprietor's only argument in that regard seems to be that the level of diarrhoea was not 
"unacceptable". But apart from Its being rather a judgment for the patient as to what Is 
acceptable, proprietor's comment at the end of para (38) does not refer to "unacceptable", 
but merely to the "major concern [that]... by by-passing the upper Gl tract, there was a risk 
that the lower Gl tract would be exposed to greater concentrations of paroxetine, thus 
leading to increased diarrhoea". Well, that concern - if it was indeed held by the inventors 
at the time - seems to have been vindicated by the results shown in para 0051 : there was 
"increased diarrhoea*. 

So it cannot sensibly be described as a "surprising result* unless ft can be shown that the 
skilled person would have expected a much worse - indeed "unacceptable 1 ' - Increase in 
diarrhoea. Since that has not been shown, it should be concluded that the effect of the 
sustained release formulation on the incidence of diarrhoea is no better than the skilled 
person would have expected. In other words, that aspect cannot contribute to Inventive 
step. 

D.5 Final note on combined delayed ♦ controlled release formulations: 

Such combination formulations were In fact well known in the art. US 5151434 (filed 
herewith) discloses combined enteric coated controlled release formulations (see eg 
Examples 3 and 6 and the release data in Fig 1), specifically for addressing the problem of 
nausea and vomiting side effects. In particular it deals with that specific side effect problem 
in the context of its being associated with high serum levels of the drug (see col 1 lines 40- 
50). 

It will be recalled that elevated serum levels of the drug was a suspected cause of this side 
effect in fluvoxamlne (see D31, referred to above); so although the dtug in this US patent is 
not an SSRI, the skilled person would have applied to fluvoxamine - and likewise to 
paroxetine - the general principles of drug formulation (see eg Dl, as referred to above), in 
the absence of a dear prejudice to the contrary. No such prejudice has been pointed out by 
proprietor, so this further confirms that what is claimed lacks Inventive merit over the prior 
art. 



Footnote - attendance at the oral proceedings: 

I shall be accompanied at the oral proceedings by a representative and at least one expert 
from the opponent company, and possibly a trainee or younger attorney from this firm - so 
probably four persons in total. 

I note from yesterday's submission from the proprietor that he is asking for his client's expert 
Dr Sanger, to be able to speak at the oral proceedings M on the nature of the invention and Its 
distinctions from the prior art, particularly on the physiological effects of paroxetine and its Gl 
effects when formulated according to the invention". 

I object to that request. Dr Sanger's contribution will of necessity represent new evidence 
which should property have been submitted in writing by now. The description of what Or' 
Sanger may be asked to contribute seems eminently appropriate for written submission No 
explanation has been given as to why It has not been so submitted, and there Is no way In 
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Yours faithfully 




Ian Armitage 
Mewburn Elite LPP 
Authorised Representatives 



enc: US 5151434 
US 5422123 

Lee & Robfnson, pages 150. 176-176 
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